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Sir Stewart Duke-Elder said that Mr. Williamson-Noble was to be congratulated on a successful result of a complicated operation. He had seen quite a number of these devices for artificial eye implants of which there were all sorts of modifications. As far as he could make out this was one of the most satisfactory. One difficulty, however, which had been met with was that after a considerable time-something like eighteen months or two years-some of these plastic implants began to excite a reaction and become loose. Perhaps in these cases the plastic used was of an irritacing type. In the Army a plastic implant was used to a considerable extent, but some difficulty was experienced in getting a material which did not cause a reaction. In America instead of a plastic, tantalum had been recentiy used-a metal which was entirely inert to the tissues. As far as could be seen-they had not been using it for very long-there was much less reaction with tantalum, and, theoretically at any rate, it should be better than an unsuitable type of plastic over a long time. The great drawback to all these operations was the length of time taken. He did not know how long Mr. Williamson-Noble took over the implant.
Mr. Williamson-Noble: About thirty-five minutes. Sir Stewart Duke-Elder said that the time was shorter than in those cases of which he had had experience.
Mr. Williamson-Noble added that Mr. Hamblin had made an implant for him which was very good and was hoping to produce them in quantity. Mr. John Weiss had produced some differently coloured threads in silk.
The President: Could you use catgut ? Mr. Williamson-Noble: It might be possible, but there would be more reaction with it. There was very little reaction after this operation. [November 14, 1946] Ophthalmo-neurological Symptoms in Malignant Nasopharyngeal
Tumours. [Summary']
By ERIK GODTFREDSEN, M.D.Copenhagen MALIGNANT nasopharyngeal tumours, though rather infrequent, are by no means rare. Over 2,000 cases have now been published in the literature. Personally, I collected 454 cases over a period of ten years from four Scandinavian radiological clinics: Radiumhemmet, Stockholm and the Radiological Clinics of Lund, Copenhagen and Aarhus, which together serve a population of 71 million people. The frequency of malignant nasopharyngeal tumours constituted 1 % of the total number of cancer cases, i.e. a frequency of the same relative magnitude as that of choroidal melanosarcoma.
As, however, only the cancer cases that are likely to respond to irradiation are referred to the radiological clinics, a correction must be made for this percentage to ascertain the frequency among the total number of cancer cases in the population. The figure then arrived at is 0-4% of all cases of cancer.
The frequency figures for each year show a definite rise in the annual number of cases in the courEe of the decade in question (a rise of about 40 cases yearly).
38% of the patients presented ophthalmo-neurological symptoms. Histopathological examinations revealed both carcinomas and sarcomas, in conformity with the fact that malignant nasopharyngeal tumours arise from the mucous membrane and the lymphatic tissue in the nasopharynx.
Age-incidence.-All age-classes from 4 to 79 were represented, but half of the patients were found within the age-classes of 41 to 60. One-fourth of the patients were 40 years of age or younger.
For no discoverable reason there were twice as many men as women.
SYMPTOMATOLOGY OF MALIGNANT NASOPHARYNGEAL TUMOURS [454 CASES]
There are four well-defined groups of symptoms: (1) Ophthalmo-neurological symptoms due to the infiltrative growth of the primary tumour or its metastases 'To be published in full, Brit. J. Ophthal., 1947.
into the base of the skull and adjacent regions; (2) rhinological and (3) otological symptoms due to the exophytic growth of the primary tumour into the nasopharynx affecting the Eustachian tube; (4) enlarged cervical glands from lymphogenous metastases. The early symptoms are important. The first analysis covers the first symptom(s) observed by the patient. This appears on an average eleven months (three or four years at most) before the exact diagnosis is made.
The second analysis covers the initial signs and symptoms in a wider sense. At this stage there are several symptoms within one group, or different groups are represented. This pathological picture is seen on an average four or five months before the exact diagnosis is made.
The third analysis covers the fully developed picture, and corresponds to the time at which the diagnosis is made and the patient referred to a radiological clinic.
The percentage frequency of ophthalmo-neurological symptoms in these three analyses appears from Table I , which also shows the frequencies of the three other main groups of symptoms. Table I shows that ophthalmo-neurological complaints appear as the first symptom in 16 0% of the cases, while metastatic cervical glands and rhin9logical symptoms are both present as the first symptom in about one-third of the patients. Otological symptoms are rarer, being present in about one-fifth of the cases only. Nearly all the cases are monosymptomatic at this stage of the disease (in ninetenths of the cases); and it must be emphasized that two-thirds of the patients did not complain of nasal symptoms. Second analysis: The most conspicuous changes at this stage are as follows: The ophthalmo-neurological symptoms have more than doubled in frequency, occurring now in 34-8%, whereas the other groups of symptoms present more moderate increases in frequency, each being found in half of the patients. The frequency of monosymptomatic cases has become reduced to one-fourth.
Third analysis: There are two facts which are particularly noteworthy: First the frequency of ophthalmo-neurological symptoms is almost stationary, being found in 4 total of two-fifths of the cases (or 38 0%), and secondly there is a considerable increase in the frequency of metastatic cervical glands, which are now present in three-fourths of the patients. Oto-rhinological symptoms, on the other hand, are stationary, occurring in about half of the cases.
These analyses show plainly that when ophthalmo-neurological symptoms do occur they appear early in the disease, and they can be sorted out as a special group four or five months before the exact diagnosis is made. They do not-as was hitherto believed-appear only at the advanced and hopeless stage. NATURE AND FREQUENCY OF OPHTHALMO-NEUROLOGICAL SYMPTOMS All forms of cranial nerve lesions are met with, as might have been expected from the manner of growth of the tumour. Lesions of the eye nerves and!or trigeminus are found in practically all cases. There is a change in frequency between eye nerve lesions and trigeminus lesions at the three stages of the disease. Table II shows that the purely ophthalmological complaints constitute a small percentage of the first symptoms, while the trigeminus lesions are in great majority. But at the second stage of the analysis (four or five months before the diagnosis is made) the ophthalmological symptoms increase very considerably, being ngow found in half of all the cases, whereas the percentage of trigeminus lesions has hardly changed. The increase in the frequency of ophthalmological symptoms continuesthough less abruptly so-up to the point of time at which the diagnosis is made, comprising by that time 75 2% of the cases. They are then more frequent than the trigeminus lesions, which remain at a stationary level 68%.
It should therefore be possible to diagnose these cases without waiting for the appearance of the later symptoms. The first symptom-oQcurring about ten or eleven months before the diagnosis is made-is usually (71 0%) trigeminal neuralgia in the maxillary area. This may be combined with either nasal stenosis, metastatic cervical glands or tubal occlusion. The only ophthalmological symptom at this stage is abducens paresis; there is no other symptom.
By the time of the second analysis-four or five months before the diagnosis is made-there is not only a quantitative, but also a qualitative increase in the purely ophthalmological symptoms. There are no essential qualitative differences between the ophthalmological symptoms of the second and third stages. The purely monosymptomatic ophthalmo-neurological cases are few (3%) at this stage, since forms combined with rhinological or otological symptoms and metastatic cervical glands respectively are found in 40% each of the cases. Accordingly a patient who at this stage of the disease applies to an ophthalmologist on account of eye muscle paresis, visual disturbances, or exophthalmos, with or without trigeminal neuralgia, will present symptoms also from the other main groups mentioned here. When the ophthalmologist is consulted by patients suffering from abducens paresis, impairment of vision, exophthalmos, or Homer's syndrome he should always suspect a malignant nasopharyngeal tumour. Palpation for metastatic cervical glands, and questioning as to rhinological or otological symptoms, and possibly an oto-rhinological special examination will help to confirm the diagnosis. Table III shows that 75 2% of the cases had ophthalmological symptoms, and that two-thirds of these patients presented trigeminus lesion as well. Correspondingly two-thirds of the 68% with trigeminus lesion presented ophthalmological symptoms as well. It appears from this close connexion between ophthalmological symptoms and trigeminus lesion that the tumour tissue usually affects the area round the cavernous sinus, where-as already mentioned-these cranial nerves run in intimate relation to each other.
The cases with ophthalmological symptoms can be divided into: (1) Purely ophthalmological cases; (2) forms combined with trigeminus lesions; and (3) forms combined with trigeminus lesions together with other cranial nerve lesions, usually lesions of the ninth and tenth nerves. 5'8 25-7 21*8 It appears from Table IV that-eye nerve lesions constitute more than half of the total number of cranial nerve lesions, partly in the form of ophthalmoplegias (39-4%), partly as visual pathway lesions (6 3%), and Horner's syndrome (5 8%). Among the ophthalmoplegias the predominating group is that of paresis of the sixth cranial nerve, which constitutes nearly one-fourth of the total number of nerve lesions, being thus almost equal in frequency to trigeminus lesions, 25 7%.
Pareses of the third and fourth cranial nerves are of much rarer occurrence. The same is the case with pareses of the other cranial nerves (seven, and nine-twelve), which altogether constitute 21 8% distributed over 7 cranial nerves, chiefly the bulbar nerves.
Of the 461 cranial nerve lesions 6 7% were bilateral lesions, which in practically all cases affected the eye nerves. The eye symptoms therefore play a predominant part in the early diagnosis of malignant nasopharyngeal tumours.
The ophthalmoplegias generally manifested themselves as massive paralyses with associated clinical findings. The visual pathway lesions, on the other hand, presented various degrees of severity from a slight impairment of vision to the more frequent total amaurosis with atrophy of the optic nerve or choked disc. Quadrantanopia or hemianopia was of rarer occurrence.
Exophthalmos due to penetration of the tumour into the orbit was found in 19 patients with varying degrees of chemosis and disturbances of motility, generally associated with a poor general state.
The trigeminus lesions are usually neuralgias in one or more of the three branches; the motor root is more rarely affected.
There are multiple cranial nerve syndromes in many of the cases. For example there is one cranial nerve syndrome with ophthalmoplegia (most often sixth nerve paresis) and paresis of the twelfth cranial nerve and usually also trigeminal neuralgia which merits particular attention. As this syndrome was observed in 9 cases, it was scarcely an accidental combination. The ophthalmoplegia and the trigeminal neuralgia are the result of tumour invasion round the cavernous sinus. The paresis of the twelfth cranial nerve, which was present without lesion of other distal cranial nerves (so that diffuse tumour growth can be excluded) is a result of involvement of the lymphatics. Metastatic cervical glands were observed in all these cases, and the primary tumour was often situated on the lateral wall of the nasopharynx so that the enlarged retropharyngeal lymph glands, which lie off the hypoglossal canal, compressed the nerve.
This cranial nerve syndrome is thus conditioned partly by the intracranial growth of the primary tumour, and partly by lymphatic metastases, and is therefore pathognomonic of a malignant neoplasm in the nasopharynx. 6 134 TREATMENT The treatment of malignant nasopharyngeal tumours is now purely radiological, as there is contra-indication for operative treatment (both from a technical and from a biological point of view) of such deep-seated and invading tumour forms. Fortunately such tumours are generally rather radiosensitive on account of their biologically immature character.
A strong, external, protracted, fractional X-ray or teleradium treatment is given, which on rare occasions is supplemented by a local radium or X-ray treatment. The X-ray treatment is given in anterior and lateral portals in doses of from 4,000 to 10,000 r during from three to eight weeks. This treatment can secure a lasting freedom from symptoms (over five years), but whether it does so depends to a certain extent' on the histopathological type of the primary tumour and on the extent of the disease. The radiosensitive reticulum-cell sarcomas, for instance, show a "five-year cure rate" of nearly 40%, while the corresponding figure for the total number of cases amounts to 22-2%. TUMOURS of the nasopharynx are difficult and unsatisfactory to treat but fortunately they are comparatively rare. I have studied the notes of 33 of my patients and the literature of a large number of other cases with the object of establishing an earlier diagnosis and more successful treatment. The 33 cases were seen during the past twenty-five years and consisted of: Carcinoma, 19; lympho-sarcomata or lymphomata, 4; angio-fibromata, 9; myxosarcoma of doubtful origin, 1.
These are the types of tumours recorded by other observers but some call the fibroma or angio-fibroma a fibro-sarcoma. Two of the angio-fibromata proved to be sarcomata and recurred some time after removal. This list does not include rare tumours such as ameloblastomas or adamantinomas which extend from the pituitary body along the craniopharyngeal canal or from the maxillk into the nasopharynx.
The early diagnosis of tumours of the nasopharynx is delayed because they are hidden in a cavity which is sometimes difficult to inspect. This inspection of the nasopharynx in patients who cannot tolerate the small mirror placed behind the soft palate is difficult and also in advanced cases of carcinoma when inability to open the mouth and fixation of the mandible is a symptom. Moreover the patient does not consult a doctor until the growth is large enough to produce a series of mechanical signs which are slow and insidious in onset and when it is too late for successful treatment. Malignant growths within themselves do not produce any specific diagnostic symptoms or signs. Blood changes, cachexia, &c., are of no practical value in the early diagnosis. Gordon New of the Mayo Clinic reported 79 cases of malignant growths of the nasopharynx; 34 were epitheliomata and 33 were lymphosarcomata. Of these 79 patients 74 had had an operation for the relief of symptoms without recognition of the fact that a primary growth in the nasopharynx was the cause of these symptoms. In 24 patients tonsils and adenoids had been removed, in 18 glands in the neck, in 12 the wisdom or third molars had been extracted. Various intranasal operations had been performed in 19 and finally a mastoid operation for the relief of pain.
The symptoms and signs of carcinoma of the nasopharynx vary with the site and type of growth and the commonest site is the lateral wall. When the growth
